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This listing of claims will replace all prior versions, and listings, of claims in the application:

Listing of Claims :

1. (Currently Amended) A compound ofFormula I:

A - D - B (I)

or a pharmaceutical^ acceptable salt thereof, wherein

D is -NH-C(0)-NH-,

A is a substituted moiety of the formula:

-L-M-L 1

,

wherein L is [[a]] phenyl, pyrrolyl, furyl, thienyl, imidazolyl, pyrazolyl, thiazolyl, oxazolyl,

isoxazolyl, isothiazolyl, triazolyl, pyridinyl, pyrimidinyl, pyridazinyl, pyrazinyl or triazinyl,

and L is optionally substituted by halogen, up to per-halo, and Wn, where n is 0-3;

wherein each W is independently selected from the group consisting of C1-C5 linear

or branched alkyl, C1-C5 linear or branched haloalkyl up to perhalo perhaloalkvL C1-C3

alkoxy, C1-C3 haloalkoxy up to per haloalkoxy perhaloalkoxy, hydroxy, amino, C1-C3

alkylamino, Ci-Ce dialkylamino, halogen, -CN, and -NO2;

L 1

is selected from phenyl, pyridinyl and pyrimidinyl substituted by -C(Q)Ry, and

comprises a substituted cyclic moiety selected from the group consisting of:

(i) phenyl,—naphthyl,—pyrrolyl,—furyl,—thienyl,—imidazolyl,—pyrazolyl,

thiazolyl, oxazolyl, isoxazolyl, isothiazolyl, triazolyl, pyridinyl and pyrimidinyl, pyrimidinyl,

pyridazinyl,—pyrazinyl,—triazinyl,—benzoxazolyl,—quinolinyl,—isoquinolinyl,—benzofuryl,

benzothienyl,—indolyl,—benzimidazolyl,—benzopyrazolyl, benzisoxazolyl,—benzothiazolyl,

benzisothiazolyl, benzoxadiazolyl and quinazolinyl,

optionally substituted with 1-3 additional substituents independently selected from the

group consisting of R7
, OR7

, NR7Rr , C(0)R7
,
C(0)OR7

,
C(0)NR7R7 NR7C(0)R7

',

NR7C(0)ORr
,
halogen, cyano and nitro;

wherein l/ is substituted by C(0)R^

wherein Rx is Rz-e? NRaRb and Ra and Rb are

A) independently

a) hydrogen,

b) C1-C10 alkyl,
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c) C3-10 cycloalkyl, having 0-3 heteroatoms selected from N, S and O

d) C6 aryl,

e) hetarvl selected from furvL thienvL triazinvK pyrrolvK imidazolvh pvrazolvl.

isothiazolvl, triazolvh oxazolvh thiazolvK isothiazolvL isoxazolvh pvridinyl

pvrimidinvL benzoxazolvL quinolinvL isoquinolinvK benzofurvL

benzothienvl. indolvU benzimidazolyl, benzopyrazolyl, benzisoxazolyl,

benzothiazolvh benzisothiazolvh benzoxadiazolyl and quinazolinvL

hetaryl having 1 3 heteroatoms selected from O, N and S ,

f) substituted Cmo alkyl,

g) substituted C3-10 cycloalkyl, having 0-3 heteroatoms selected from N, S and O,

h) substituted Ce aryl,

i) substituted hetaryl selected from furvL thienvU triazinvL pyrrolvL imidazolvL

pyrazolvU isothiazolvl, triazolyl, oxazolyl, thiazolvK isothiazolvL isoxazolvl,

pyridinvL pvrimidinvL benzoxazolyl, quinolinyl, isoquinolinyl, benzofiiryl,

benzothienvh indolvU benzimidazolyl, benzopyrazolyl benzisoxazolvl

benzothiazolvL benzisothiazolvU benzoxadiazolyl and quinazolinvK

substituted C^42 hetaryl having 1 3 heteroatoms selected from N, S and O,

j) -phenylpiperazine(pyridyl) or

k) -C2H4NH(phenyl);

where when Ra and Rb are a substituted group, they are substituted by

a) halogen up to per halo,

b) hydroxy,

c) -N(CH3)2 ,

d) C1-C10 alkyl,

e) C1-C10 alkoxy,

f) C3-12 cycloalkyl, having 1-3 heteroatoms selected from O, N and S,

g) halosubstituted Ci_6 alkyl, or

h) -OSi(Pr-i)3;

B) Ra and Rb together form piperazine or a substituted piperizine piperazine with

substituents selected from the group consisting of

a) halogen,
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b) hydroxy,

c) Ci-io alkyl,

d) C3-12 cycloalkyl having 0-3 heteroatoms selected from O, S and N,

e) hetaryl selected from furyl, thienvL triazinvl. pyrrolvl imidazolvL pyrazolvl

isothiazolvK triazolvL oxazolyU thiazolyl, isothiazolvh isoxazolyl, pyridinyl

pyrimidinvL benzoxazolvL quinolinvL isoquinolinvL benzofurvh

benzothienvL indolvh benzimidazolyl. benzopvrazolvl, benzisoxazolyl,

benzothiazolyL benzisothiazolvh benzoxadiazolyl and quinazolinyl,

hetaryl having 1 3 heteroatoms selected from N, S and O ,

f) Ci-io alkoxy,

g) C6 aryl,

h) halo substituted C1-6 alkyl up to per halo alkyl,

i) halo substituted aryl up to per halo aryl,

j) N-(4-acetylphenyl);

k) halo substituted C3-C12 cycloalkyl having 0-3 heteroatoms selected from N, S

and O, up to per halo cycloalkyl, and

1) halo substituted hetaryl selected from fiirvU thienvL triazinvL pyrrolyl,

imidazolyl, pyrazolvL isothiazolvh triazolyl, oxazolvL thiazolvL isothiazolyl,

isoxazolvL pyridinvL pyrimidinvU benzoxazolvL quinolinvL isoquinolinvL

benzofuryl, benzothienyL indolvL benzimidazolyl, benzopyrazolyU

benzisoxazolyl, benzothiazolvh benzisothiazolvL benzoxadiazolyl and

quinazolinvl, hetaryl up to per halo heteraryl,

or

C) one of Ra or Rb is -C(O)- bound to the moiety L 1

to form an isoindolino 1, 3 diono

isoindoline- 1 ,3-dione structure^ [ [or] ] a 6+ divalent C^-divalent alkylene group or a

substituted Gj. divalent P-divalent alkylene group bound to the moiety L 1

to form a 1 -oxo-

isoindoline structure,

wherein the substituents of the substituted C\ divalent alkylene group are selected

from the group consisting of

a) halogen,

b) hydroxy,

c) Ci-10 alkyl,
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d) C3-12 cycloalkyl having 0-3 heteroatoms selected from O, S and N,

e) hetarvl selected from furvl, thienvL triazinvL pvrrolvL imidazolvl pyrazolvh

isothiazolvl, triazolvh oxazolyl, thiazolvK isothiazolvK isoxazolvU pyridinvl

and pyrimidinvL benzoxazolvh quinolinvU isoquinolinvl, benzofuryl,

benzothienyl, indolvh benzimidazolvh benzopvrazolyh benzisoxazolvl

benzothiazolvL benzisothiazolvh benzoxadiazolyl and quinazolinvl -G^45

hotaryl having 1 3 heteroatoms selected from N, S and O ,

f) CMO alkoxy,

g) C6 aryl,

h) halo substituted C\-e alkyl up to per halo alkyl,

i) halo substituted Ce aryl up to per halo aryl,

j) halo substituted C3-C12 cycloalkyl having 0-3 heteroatoms selected from N, S

and O, up to per halo cycloalkyl, and

k) halo substituted hetaryl up to per halo heteroarvl selected from furyI

thienvl. triazinyl, pyrrolvh imidazolvL pvrazolvl. isothiazolvl, triazolvL

oxazolvK thiazolyl, isothiazolvK isoxazolvh pyridinvl pyrimidinyl

benzoxazolvL quinolinvl. isoquinolinyl, benzofurvL benzothienvL indolyl,

benzimidazolvl benzopyrazolvl benzisoxazolyl, benzothiazolvL

benzisothiazolvh benzoxadiazolyl and quinazolinvU

M is selected from the group consisting of oxygen and sulfur;

-<€H^ffl O (CH^
-$Gth)m S (CH^)t

-

-{GthU C(O) (CH^-

(CH^fn CH(OH)

-(€H^)ffl C(0)N(R*H€^~
whoro m and 1 are each independently integers of from 1 3, and Xa

is halogen; and

B is selected from the group consisting of:
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(i) phenyl, optionally substituted with 1-3 substituents independently selected from the

group consisting of R7
, OR7

, NR7Rr ,
C(0)R7

,
C(0)OR7

5
C(0)NR7Rr

,
NR7C(0)R7 ',

NR7C(0)ORr4 halogen, cyano, and nitro;

(ii) naphthyl, optionally substituted with 1 3 substituents independently selected from the

group consisting of rVQRV-NR*R*\ C(0)R? ,
C(0)OR*, C(0)NR^^R?G(Q)R%

NR?C(0)OR*\ halogen, cyano, and nitro;

(iii) pyridinyl, optionally substituted with 1 3 substituents independently selected from the

group consisting of rVqrV^jr^R*
1

,
C(0)R*, C(0)OR*

,
C(0)NR^V^R*G(Q)R%

NR?C(0)OR*\ halogen, cyano, and nitro; and

(i-v) quinolinyl or isoquinolinyl, optionally substituted with 1 -3 substituents independently

selected from the group consisting of RVQRVNR^R*1

,
C(0)R?

,
C(0)OR*, CCOjNR^R^

NR?C(0)R?
17^R?C(0)OR?1

,
halogen, cyano, and nitro;

each R7
[[,]] and R7 '

[[, Rz]] is independently

(a) hydrogen,

(b) C1-C6 linear, branched, or cyclic alkyl, optionally substituted with 1-3 substituents

independently selected from the group consisting of C1-C5 linear or branched alkyl, up to

perhalo substituted C1-C5 linear or branched alkyl, C1-C3 alkoxyi a*i4 hydroxy and halogen ;

or

(c) Ci-Ce linear or branched, alkoxy, optionally substituted with 1-3 substituents

independently selected from the group consisting of C1-C5 linear or branched alkyl, up to

perhalo substituted C1-C5 linear or branched alkyl, C1-C3 alkoxy, hydroxy and halogen;

(d) phenyl, optionally substituted with 1 3 substituents independently selected from the

group consisting of C4-G5 linear or branched alkyl, up to perhalo substituted C^-G^ linear or

branched alkyl, C±-G$ alkoxy, hydroxy and halogen,

(e) 5 -6 memborod monocyclic hctoroaryl having 1 4 hotoroatoms selected from the group

consisting of O, N and S or 8 10 membered bicyclic heteroaryl having 16 heteroatoms

selected from the group consisting of O, N and S, optionally substituted with 1 -3 substituents

independently selected from the group consisting of C^-Gs linear or branched alkyl, up to

perhalo substituted C4.-G5 linear or branched alkyl, Cv-G^ alkoxy, hydroxy and halogen,

(f) Gi-G^ alkyl phenyl, optionally substituted with—1-3

—

substituents—independently

selected from the group consisting ofCi-G$ linear or branched alkyl, up to perhalo substituted

G4.-G5 linear or branched alkyl, C+-G3 alkoxy, hydroxy and halogen; and
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(g) up to per halo substituted C±-G$ linear, branched or cyclic alkyl, and whore not por

halo substituted, optionally substituted with 1 3 substituents independently selected from the

group consisting of C±-G$ linear or branched alkyl, up to perhalo substituted C±-G§ linear or

branched alkyl, C±-G$ alkoxy and hydroxy

2. (Canceled)

3. (Previously Presented) A compound as in claim 1 wherein M is oxygen ene

or more bridging groups selected from the group consisting of

O , S , N(R*) , C(O) , CH(OH) , (CH^O , (CH^)S , (CH^)N(R?) , O(CH^) , CHF ,

-GF3- S-(GHa) and N(R*XGHb)-^ C(0)CH^ Gt^OC(O) , C(0)OCH^

C(0)N(R^)€H2 , N(R*)C(0) CH^ , N(R*)C(0) OCH^ , where R^is as defined in claim 1 .

4. (Currently Amended) A compound as in claim 1 wherein the cyclic

structures of B and L bound directly to D are aet substituted in the ortho position by -OH

hydrogen .

5. (Canceled)

6. (Currently Amended) A compound of claim 1 wherein B of Formula I is

(i) phenyl, optionally substituted with 1-3 substituents independently selected

from the group consisting ofR7
, OR7

, NR^R*
1

, C(0)R* C(0)OR* C(0)NR?Ryi

7^R?C(0)R^

NR?C(0)OR?
1

halogen, cyano, and nitrot-er

pyridinyl, optionally substituted with 13 substituents independently selected

from the group consisting ofR^OR^^R^, C(0)R?
,
C(0)OR*, CCOjNR^^R^CCOjR^

NR;tC(0)OR^, halogen, cyano, and nitro .

7. (Currently Amended) A compound of claim 1 wherein B of Formula I is

phenyl, substituted with 1-3 substituents independently selected from the group

consisting of halogen nitre; or

C1-C10 alkyl,

C1-C10 alkoxy,
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G^-G^ hetaryl having 1 3 heteroatoms se lected from O, N and S,

substituted Ci-Cio alkyl, substituted by one or more substituents independently

selected from the group consisting of halogen, up to per halo, and OR*, where R* is H or

alkyl; or

substituted C1-C10 alkoxy, substituted by one or more substituents independently

selected from the group consisting of halogen, up to per halo, and OR*, where R* is H or

€4-44 alkyl;

substituted Cj-G-^Q cycloalkyl, substituted by one or more substituents independently

selected from the group consisting of halogen, up to per halo, and OR*, whoro R* is H or

G4-44 alkyl;

substituted C$ aryl, substituted by one or more substituents independently selected

from the group consisting of halogen, up to per halo, and OR*, where R* is H or C4-43 alkyl;

substituted C3-G42 hetaryl having 13 heteroatoms selected from O, N and S,

substituted by one or more substituents independently selected from the group consisting of

halogen, up to per halo, and OR* where R* is H or C+_iq alkyl;

CN; ORVGQaR* CO(NR*R*), C(0)R^r^^rNR?C(0)OR?rNR;C(0)Ry;

wherein R* is hydrogen or alkyl .

8. (Currently Amended) A compound of claim 6 wherein B of Formula I is

phenyl, substituted 1 to 3 times by 1 or more substituents selected from the group consisting

of CN, halogen, Ci-Ce alkyl, Ci-Ce alkoxy, OH, up to per halo substituted Cj-Ce alkyl, or

up to per halo substituted C\-Ce alkoxy or phenyl substituted by halogen up to per halo .

9. (Currently Amended) A compound of claim 1, wherein L is

phenyl, optionally substituted by halogen up to perhalo and Wn, where n andW are as

defined in claim 1 .

BAYER-0015-A



Appl.No.: 09/889,227

Reply to Office Action of October 19, 2004 Page 9

10. (Previously Presented) A compound of claim 8, wherein L is

(i) phenyl, optionally substituted with 1-3 substituents independently selected

from the group consisting of halogen, C\-C$ alkyl, Ci-Ce halosubstituted alkyl and Ci-Ce

alkoxy.

11. (Previously Presented) A compound of claim 1, wherein L 1

is

(i) phenyl, optionally substituted with 1-3 substituents independently selected

from the group consisting ofR7
, OR7

, NR7R7
, C(0)R

7
,
C(0)OR7

,
C(0)NR7Rr

,
NR7C(0)R7 ',

NR7C(0)OR7
,
halogen, cyano and nitro; or

(ii) pyridinyl, optionally substituted with 1-3 substituents independently selected

from the group consisting ofR7
, OR7

, NR7R7
', C(0)R7

,
C(0)OR7

,
C(0)NR7R7

', NR7C(0)Rr ,

NR7C(0)OR7
', halogen, cyano and nitro.

12. (Previously Presented) A compound of claim 1, wherein L 1

is phenyl or

pyridinyl.

13. (Previously Presented) A compound of claim 7, wherein L 1

is phenyl or

pyridinyl.

14. (Previously Presented) A compound of claim 6, wherein L 1

is phenyl or

pyridinyl.

15. (Previously Presented) A compound of claim 8, wherein L 1

is phenyl or

pyridinyl.

16. (Previously Presented) A compound of claim 9, wherein L 1

is phenyl or

pyridinyl.

17. (Previously Presented) A compound of claim 10, wherein L 1

is phenyl or

pyridinyl.
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18. (Currently Amended) A compound of claim 14, wherein M is zQz selected

from the group consisting of O or S .

19. (Currently Amended) A compound of claim 15, wherein M is ^Qz selected

from the group consisting of O or S .

20. (Currently Amended) A compound of claim 16, wherein M is -O- selected

from the group consisting of O or S .

21. (Currently Amended) A compound of claim 17, wherein M is -O- selected

from the group consisting of O or S .

22. (Previously Presented) A compound of claim 12 wherein L 1

is additionally

substituted 1 to 3 times by one or more substituents selected from the group consisting of

Ci-Cio alkyl, up to per halo substituted Ci-Cio alkyl, -CN, -OH, halogen, Ci-Cio alkoxy and

up to per halo substituted Ci-Cio alkoxy.

23. (Previously Presented) A compound of claim 14 wherein L 1

is additionally

substituted 1 to 3 times by one or more substituents selected from the group consisting of

Ci-Cio alkyl, up to per halo substituted Ci-Cio alkyl, -CN, -OH, halogen, Ci-Cio alkoxy and

up to per halo substituted Ci-Cio alkoxy.

24. (Previously Presented) A compound of claim 1 5 wherein L 1

is additionally

substituted 1 to 3 times by one or more substituents selected from the group consisting of

Ci-Cio alkyl, up to per halo substituted Ci-Cio alkyl, -CN, -OH, halogen, Ci-Cio alkoxy and

up to per halo substituted Ci-Cio alkoxy.

25. (Previously Presented) A compound of claim 16 wherein L 1

is additionally

substituted 1 to 3 times by one or more substituents selected from the group consisting of

Ci-Cio alkyl, up to per halo substituted Ci-Cio alkyl, -CN, -OH, halogen, Ci-Cio alkoxy and

up to per halo substituted Ci-Cio alkoxy.
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26. (Previously Presented) A compound of claim 17 wherein L 1

is additionally

substituted 1 to 3 times by one or more substituents selected from the group consisting of

Ci-Cio alkyl, up to per halo substituted Ci-Cio alkyl, -CN, -OH, halogen, Ci-Cio alkoxy and

up to per halo substituted Ci-Cio alkoxy.

27. (Original) A compound of claim 21 wherein L 1

is additionally substituted 1

to 3 times by one or more substituents selected from the group consisting of Ci-Cio alkyl, up

to per halo substituted Ci-Cio alkyl, -CN, -OH, halogen, Ci-Cio alkoxy and up to per halo

substituted Ci-Cio alkoxy.

28.-32. (Canceled)

33. (Currently Amended) A compound of claim 13 wherein L 1

is substituted by

-C(0)Rx, wherein Rx is NRaRb , and Ra and Rb are independently hydrogen or_CizC6_alkyl[[,]]

Gi-Gs alkyl or C±-G$ alkoxy .

34. (Currently Amended) A compound of claim 14 wherein L l

is substituted by

-C(0)Rx, wherein Rx is NRaRb and Ra and Rb are independently hydrogen or C v-Ct alkyl |"[,H

G±-Gt alkyl or C±-G$ alkoxy .

35. (Currently Amended) A compound of claim 15 wherein L 1

is substituted by

-C(0)Rx, wherein Rx is NRaRb and Ra and Rb are independently hydrogen or Ci-Q alkyl |"|"»n

G±-G$ alkyl or C±-G& alkoxy .

36. (Currently Amended) A compound of claim 16 wherein L 1

is substituted by

-C(0)Rx , wherein Rx is NRaRb and Ra and Rb are independently hydrogen or CrC^ alkylfMI

G±-G$ alkyl or C±rG$ alkoxy .

37. (Currently Amended) A compound of claim 17 wherein L 1

is substituted by

-C(0)Rx , wherein Rx is NRaRb and Ra and Rb are independently hydrogen or Or-Q alkyl f f,11

G±-G$ alkyl or C±-G$ alkoxy .
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38. (Currently Amended) A compound ofFormula I:

A - D - B (I)

or a pharmaceutically acceptable salt thereof, wherein

D is -NH-C(0)-NH-,

A is of the formula: -L-M-L 1

, wherein

L is

(i) phenyl, optionally substituted with 1-3 substituents independently selected

from the group consisting of C1-C5 linear or branched alkyl, C1-C5 linear or branched

haloalkyl up to perhalo, C1-C3 alkoxy, C1-C3 haloalkoxy up to per haloalkoxy, hydroxy,

amino, C1-C3 alkylamino, C\-Ce dialkylamino, halogen, cyano, and nitro;

L 1

is selected from a comprises a substituted cyclic moiety selected from the group consisting

eft

(i) phenyl, substituted by -C(Q)Rv, and optionally substituted by 1-3 substituents

which are independently methyl or halogen; or

(ii) pyridinyl, substituted by -C(Q)Ry, and optionally substituted with 1 -3

substituents which are independently methyl or halogen;

whoroin L4
"

is substituted by C(0)R*7

wherein Rx is R^ef NRaRb and Ra and Rb are independently

hydrogen,

C1-C10 alkyl,

C6 aryl,

hetaryl selected from furvL thienvL triazinyl, pyrrolyl, imidazolyl, pyrazolvl isothiazolvL

triazolvL oxazolyl, thiazolyl, isothiazolvL isoxazolyl, pyridinyl, pyrimidinyl, benzoxazolvL

quinolinvL isoquinolinvh benzofurvh benzothienyl, indolvL benzimidazolvU benzopyrazolvL

benzisoxazolyh benzothiazolyL benzisothiazolvl, benzoxadiazolyl and quinazolinvh -Gz-±i

hetaryl having 1 3 heteroatoms selected from O, N and S,

substituted C1-10 alkyl,

substituted C3.10 cycloalkyl, having 0-3 heteroatoms selected from N, S and O,

substituted Ce aryl, or
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substituted hetarvl selected from furvU thienvL triazinvU pyrrolvL imidazolvl. pvrazolvl.

isothiazolvK triazolvl oxazolvh thiazolvl, isothiazolvl isoxazolvK pvridinvU pyrimidinvl

benzoxazolvL quinolinvK isoquinolinvh benzofurvh benzothienvL indolyl, benzimidazolvl

benzopyrazolvl benzisoxazolvL benzothiazolvl. benzisothiazolvU benzoxadiazolvl and

quinazolinyl, -€3-43 hetaryl having 1 3 heteroatoms selected from N, S and O ,

where Ra and Rb are a substituted group, they are substituted by halogen up to per halo, and

M is selected from the group consisting of oxygen and sulfur

0,S }
NHC(O) and C(0)NH ,

and

B is selected from the group consisting of:

(i) phenyl, optionally substituted with 1-3 substituents independently selected

from the group consisting ofR7
, QrVnr'R*

1

, C(0)R*, C(0)OR* CCOjNR^^R^CCOjR^

NR*C(0)OR^ halogen, cyano, and nitro;

(ii) pyridyl, optionally substituted with 1 3 substituents independently selected

from the group consisting ofrVQRVnr'R*1

,
C(0)R?

,
C(0)OR* C(0)NR^%^*€(Q)R%

NR^C(0)OR^, halogen, cyano, and nitro; and

each R7
and R7Vr?VR» and Rf is independently

(a) hydrogen,

(b) Ci-Ce linear, branched, or cyclic alkyl, optionally substituted with 1-3 substituents

independently selected from the group consisting of C1-C5 linear or branched alkyl, up to

perhalo substituted C1-C5 linear or branched alkyl, C1-C3 alkoxyA and-hydroxy and halogen ;

or

(c) C1-C6 linear or branched, alkoxy, optionally substituted with 1-3 substituents

independently selected from the group consisting of C1-C5 linear or branched alkyl, up to

perhalo substituted C1-C5 linear or branched alkyl, C1-C3 alkoxy, hydroxy and halogen^]]

(d) phenyl, optionally substituted with 1 3 substituents independently selected from the

group consisting ofCrG^ linear or branched alkyl, up to perhalo substituted C^-G^ linear or

branched alkyl, C±-Gz alkoxy, hydroxy and halogen,
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(e) 5 6 memborod monocyclic hotoroaryl having 1 4 heteroatoms selected from the group

consisting of O, N and S or 8 10 mombered bicyclic hotoroaryl having 1 6 heteroatoms

selected from the group consisting of O, N and S, optionally substituted with 1 3 substituents

independently selected from the group consisting of C4.-G5 linear or branched alkyl, up to

perhalo substituted C±-G$ linear or branched alkyl, (V€b alkoxy, hydroxy and halogen,

alkyl phenyl, optionally substituted with—1-3

—

substituents independently

selected from the group consisting of C^-C^ linear or branched alkyl, up to perhalo substituted

G±-G$ linear or branched alkyl, alkoxy, hydroxy and halogen; and

(g) up to per halo substituted C±-G$ linear, branched or cyclic alkyl, and where not per

halo substituted, optionally substituted with 1 3 substituents independently selected from the

group consisting of C±-G$ linear or branched alkyl, up to perhalo substituted C±-G$ linear or

branched alkyl, C±-G$ alkoxy and hydroxy.

39. (Currently Amended) A compound ofFormula I:

L is phenyl,

M is -O-,

L 1

is pyridinyl substituted by -C(0)Rx

wherein Rx is NRaRb and Ra and Rb are independently

hydrogen,

C1-C0 alkyl,

A-D-B (I)

or a pharmaceutical^ acceptable salt thereof, wherein

D is -NH-C(0)-NH-,

A is of the formula:

-L-M-L ,

C3-10 cycloalkyl,

C6 aryl,

BAYER-0015-A



AppLNo.: 09/889,227

Reply to Office Action of October 19, 2004 Page 15

hetarvl selected from furvL thienvL triazinvL pyrrolyL imidazolvL pvrazolvL isothiazolyL

triazolvL oxazolvL thiazolvL isothiazolyL isoxazolvL pyridinyl pvrimidinyL benzoxazolvL

quinolinvL isoquinolinvL benzofurvL benzothienvL indolvL benzimidazolvL benzopyrazolyL

benzisoxazolvL benzothiazolvL benzisothiazolvL benzoxadiazolyl and quinazolinyL

hetaryl having 1 3 heteroatoms selected from O, N and S ,

substituted Cmo alkyl,

substituted C\-^ alkoxy,

substituted C3.10 cycloalkyl, having 0-3 heteroatoms selected from N, S and O,

substituted Ce aryl, or

substituted hetaryl selected from furvL thienvL triazinvL pyrrolyL imidazolvL pvrazolvL

isothiazolyL triazolvl, oxazolvL thiazolvL isothiazolyL isoxazolvL pyridinyl pvrimidinyL

benzoxazolvU quinolinvL isoquinolinvL benzofurvL benzothienvL indolyL benzimidazolvL

benzopyrazolyL benzisoxazolvL benzothiazolyL benzisothiazolvL benzoxadiazolyl and

quinazolinyL -G^m hetarvl having 1 3 heteroatoms selected from N, S and O ,

where Ra and Rb are a substituted group, they are substituted by

halogen up to per halo, and

B is a phenyl group substituted by trifluoromethyl or tert-butvL and optionally

additional substituents selected from the group consisting of hydrogen halogen up to per halo,

and W where n is 0-3, and eachW is independently selected from the group consisting of

C1-C10 alkyl,

C1-C10 alkoxy,

C3-C10 cycloalkyl,

C6 aryl,

hetaryl selected from furvL thienvL triazinvL pyrrolyL imidazolvL pvrazolvL

isothiazolyL triazolvL oxazolyL thiazolvL isothiazolyL isoxazolvL pyridinyl and

pvrimidinyL benzoxazolvU quinolinyL isoquinolinvL benzofurvL benzothienvL

indolvL benzimidazolvL benzopyrazolvL benzisoxazolvU benzothiazolvL

benzisothiazolvL benzoxadiazolyl and quinazolinvL -€^4^ hetaryl—having—J-3-

heteroatoms selected from O, N and S ,

substituted Ci-Qo alkyl, substituted by one or more substituents independently

selected from the group consisting of -OR7
and halogen up to per halo, wherein R7

is

hydrogen or C1-C10 alkyl; and
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substituted Ci-Cio alkoxy, substituted by one or more substituents independently

selected from the group consisting of -OR7
and halogen up to per halo, wherein R7

is

hydrogen or Ci-Cio alkyl;

substituted C3-C10 cycloalkyl, substituted by one or more substituents independently

selected from the group consisting of -OR7
and halogen up to per halo, wherein R7

is

hydrogen or C1-C10 alkyl;

substituted Ce aryl, substituted by one or more substituents independently selected

from the group consisting of -OR7
and halogen up to per halo, wherein R7

is hydrogen or

C1-C10 alkyl;

substituted hetarvl selected from furvU thienvL triazinvl, pyrrolyl, imidazolyl,

pvrazolyl, isothiazolvl, triazolvl, oxazolyL thiazolyl, isothiazolyl, isoxazolvL pyridinvL

pyrimidinvK benzoxazolyK quinolinvL isoquinolinvl benzofuryl, benzothienvh indolvL

benzimidazolyl benzopyrazolyl benzisoxazolyl, benzothiazolyl, benzisothiazolyl,

benzoxadiazolyl and quinazolinyl, -€^4^ hotaryl having 1 3 heteroatoms selected from O, N

and S , substituted by one or more substituents independently selected from the group

consisting of-OR7 and halogen up to per halo, wherein R7
is hydrogen or C1-C10 alkyl;

-CN,

-CO2R7
,

-C(0)NR7R7
,

-C(0)R7
,

-N02 ,

-OR7
,

-NR7R7

-NR7C(0)OR7
and

-NR7C(0)R7
, wherein R7

is hydrogen, or C1-C10 alkyl.

40, (Currently Amended) A compound as in claim 38 wherein the cyclic

structures of B and L bound directly to D are net substituted in the ortho position by

hydrogen -QH-.

41. (Canceled)
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42. (Currently Amended) A compound as in claim 39 wherein the cyclic

structures of B and L bound directly to D are net substituted in the ortho position by

hydrogen -OH.

43. (Canceled)

44. (Previously Presented) A compound as in claim 38 wherein substituents for

B, are selected from the group consisting of Ci-Ce alkyl up to per halo substituted Ci-Ce

alkyl, CN, OH, halogen, Ci-Ce alkoxy and up to per halo substituted Ci-C6 alkoxy.

45. (Currently Amended) A compound as in claim 39 wherein the optional

substituents for B are selected from the group consisting of Ci-Ce alkyl up to per halo

substituted C1-C6 alkyl, CN, OH, rhalogen, Ci-Ce alkoxy and up to per halo substituted C\-Ce

alkoxy and halogen .

46.-49. (Canceled)

50. (Previously Presented) A pharmaceutically acceptable salt of a compound of

formula I of claim 1 which is

a) a basic salt of an organic acid or inorganic acid which is hydrochloric acid,

hydrobromic acid, sulfuric acid, phosphoric acid, methanesulfonic acid,

trifluoromethanesulfonic acid, benzenesulfonic acid, p-toluene sulfonic acid (tosylate salt),

1-napthalene sulfonic acid, 2-napthalene sulfonic acid, acetic acid, trifluoroacetic acid, malic

acid, tartaric acid, citric acid, lactic acid, oxalic acid, succinic acid, fumaric acid, maleic acid,

benzoic acid, salicylic acid, phenylacetic acid, or mandelic acid; or

b) an acid salt of an organic or inorganic base containing an alkali metal cation,

an alkaline earth metal cation, an ammonium cation, an aliphatic substituted ammonium

cation or an aromatic substituted ammonium cation.

51. (Currently Amended) A [[a]] pharmaceutically acceptable salt of a

compound of claim 61 which is selected from the group consisting of
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a) a basic salt of an organic acid or inorganic acid which is hydrochloric acid,

hydrobromic acid, sulfuric acid, phosphoric acid, methanesulfonic acid,

trifluoromethanesulfonic acid, benzenesulfonic acid, p-toluene sulfonic acid (tosylate salt),

1-napthalene sulfonic acid, 2-napthalene sulfonic acid, acetic acid, trifluoroacetic acid, malic

acid, tartaric acid, citric acid, lactic acid, oxalic acid, succinic acid, fumaric acid, maleic acid,

benzoic acid, salicylic acid, phenylacetic acid, or mandelic acid; or

b) an acid salt of an organic or inorganic base containing an alkali metal cation,

an alkaline earth metal cation, an ammonium cation, an aliphatic substituted ammonium

cation or an aromatic substituted ammonium cation.

52. (Canceled)

53. (Previously Presented) A pharmaceutically acceptable salt of a compound of

claim 38 which is

a) a basic salt of an organic acid or inorganic acid which is hydrochloric acid,

hydrobromic acid, sulfuric acid, phosphoric acid, methanesulfonic acid,

trifluoromethanesulfonic acid, benzenesulfonic acid, p-toluene sulfonic acid (tosylate salt),

1-napthalene sulfonic acid, 2-napthalene sulfonic acid, acetic acid, trifluoroacetic acid, malic

acid, tartaric acid, citric acid, lactic acid, oxalic acid, succinic acid, fumaric acid, maleic acid,

benzoic acid, salicylic acid, phenylacetic acid, or mandelic acid; or

b) an acid salt of an organic or inorganic base containing an alkali metal cation,

an alkaline earth metal cation, an ammonium cation, an aliphatic substituted ammonium

cation or an aromatic substituted ammonium cation.

54. (Previously Presented) A pharmaceutically acceptable salt of a compound of

claim 39 which is

a) a basic salt of an organic acid or inorganic acid which is hydrochloric acid,

hydrobromic acid, sulfuric acid, phosphoric acid, methanesulfonic acid,

trifluoromethanesulfonic acid, benzenesulfonic acid, p-toluene sulfonic acid (tosylate salt),

1-napthalene sulfonic acid, 2-napthalene sulfonic acid, acetic acid, trifluoroacetic acid, malic

acid, tartaric acid, citric acid, lactic acid, oxalic acid, succinic acid, fumaric acid, maleic acid,

benzoic acid, salicylic acid, phenylacetic acid, or mandelic acid; or
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b) an acid salt of an organic or inorganic base containing an alkali metal cation,

an alkaline earth metal cation, an ammonium cation, an aliphatic substituted ammonium

cation or an aromatic substituted ammonium cation.

55. (Currently Amended) A pharmaceutical composition for the treatment of a

cancerous cell growth mediated by raf kinase comprising a compound of claim 1 or a

pharmaceutically acceptable salt of a compound of formula I, and a physiologically

acceptable carrier.

56.-57. (Canceled)

58. (Currently Amended) A pharmaceutical composition comprising a

compound of formula I of claim 38 or a pharmaceutically acceptable salt thereof, and a

physiologically acceptable carrier of claim 55 wherein the compound of formula I is that

defined in claim 38.

59. (Currently Amended) A pharmaceutical composition comprising a

compound of formula I of claim 39 or a pharmaceutically acceptable salt thereof, and a

physiologically acceptable carrier of claim 55 wherein the compound of formula I is that

defined in claim 38.

60. (Canceled)

61. (Original) A compound selected from the group consisting of

the 3-tert butyl phenyl ureas:

7Vr-(3-/er^-butylphenyl)-A^'-(4-(3-(AA-methylcarbamoyl)phenoxy)phenyl urea and

A^(3-^r/-butylphenyl)-A^'-(4-(4-acetylphenoxy)phenyl urea;

the 5-tert-butyl-2-methoxyphenyl ureas:

AT (5 tcrt butyl 2 methoxyphenyl) (4 (1,3 dioxoisoindolin 5 yloxy)phenyl) urea,

AT (5 to^butyl -2 -methoxyphenyl) AT (4 (1 oxoisoindolin 5 yloxy)phenyl) urea,
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N-(5-tert-butyl-2-methoxyphenyl)-7V'-(4-(4-methoxy-3-(N-

methylcarbamoyl)phenoxy)phenyl) urea and

Af-(5-te^butyl-2-methoxyphenyl)-7V -(4-(3-(A^-methylcarbamoyl)phenoxy)phenyl) urea;

the 2-methoxy-5-trifluoromethyl)phenyl ureas:

AA-(2-methoxy-5-(trifluoromethyl)phenyl)-A'
r

-(3-(2-carbamoyl-4-pyridyloxy)phenyl) urea,

A^(2-methoxy-5-(trifluoromethyl^

pyridyloxy)phenyl) urea,

A^-(2-methoxy-5-(trifluoromethyl)phenyl)-Ar,-(4-(2-carbamoyl-4-pyridylo urea,

Af-(2-methoxy-5-(trifluoromethyl)phenyl)-^

pyridyloxy)phenyl) urea,

Ar-(2-methoxy-5-(trifluoromethyl)phenyl)-Ar '-(4-(2-(A^-methylc

pyridylthio)phenyl) urea,

Ar-(2-methoxy-5-(txifluoromethyl)ph^

pyridyloxy))phenyl) urea and

AL(2-methoxy-5-(trifluoromethyl)phenyl)-Ar'-(3-chloro-4-(2-(Ar-m

pyridyloxy))phenyl) urea;

the 4-chloro-3-(trifluoromethyl)phenyl ureas:

Ar-(4-chloro-3-(trifluoromethyl)phenyl)-A^'-(3-(2-carbamoyl-4-pyridyloxy)phenyl) urea,

iV-(4-chloro-3 -(trifluoromethyl)phenyl)-A^ '-(3-(2-(7V-methylcarbamoyl)-4-pyridyloxy)phenyl)

urea,

Ar-(4-chloro-3-(trifluoromethyl)phenyl)-A^'-(4-(2-carbamoyl-4-pyridyloxy urea and

Af-(4-chloro-3 -(trifluoromethyl)phenyl)-7V'-(4-(2-(A^-methylcarbamoyl)-4-pyridyloxy)phenyl)

urea.

the 4-bromo-3-(trifluoromethyl)phenyl ureas:

A^(4-bromo-3-(trifluoromethyl)phenyl)-A^'-(3-(2-(A^-methylcarbamoyl)-^

urea,

Af-(4-bromo-3-(trifluoromethyl)pheny^

urea,

BAYER-0015-A



Appl. No.: 09/889,227

Reply to Office Action of October 19, 2004 Page 21

AK4-bromo-3-(trifluorometh^^

urea,

AK4-bromo-3-(trifluoromethyl)phenyl)^

pyridyloxy))phenyl) urea and

Ar-(4-bromo-3-(trifluoromethyl)phenyl)-AT'-(3-chloro-4-(2-(A^-m

pyridyloxy))phenyl) urea; and

the 2-methoxy-4-chloro-5-(trifluoromethyl)phenyl ureas:

A^(2-methoxy-4-chloro-5-(trifluo

pyridyloxy)phenyl) urea,

iV-(2-methoxy-4-chloro-5-(trifluoromethyl)phenyl)-A^ -(4-(2-(A^-methylcarbamoyl)-4-

pyridyloxy)phenyl) urea,

A^-(2-methoxy-4-chloro-5-(trifluoromethyl)phenyl)-A^'-(2-chloro-4-(2-

methylcarbamoyl)(4-pyridyloxy))phenyl) urea and

A^-(2-methoxy-4-chloro-5-(trifluoromethyl)phenyl)-AA'-(3-chlora

methylcarbamoyl)(4-pyridyloxy))phenyl) urea

or a pharmaceutically acceptable salt thereof.

62. (Original) A method for the treatment of a cancerous cell growth mediated

by raf kinase, comprising administering a compound ofFormula I of claim 1.

63. (Canceled)

64. (Original) A method for the treatment of a cancerous cell growth mediated

by raf kinase, comprising administering a compound ofFormula I of claim 38.

65. (Original) A method for the treatment of a cancerous cell growth mediated

by raf kinase, comprising administering a compound ofFormula I of claim 39.

66. (Canceled)
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67. (Currently Amended) A method for the treatment of a cancerous cell growth

mediated by raf kinase, comprising administrating administering a compound selected from

the group consisting of

the 3-tert butyl phenyl ureas:

N-(3-ter/-butylphenyl)-Af '-(4-(3-(Af-methylcarbamoyl)phenoxy)phenyl urea and

N-(3-ter*-butylphenyl)-W'-(4-(4-acetylphenoxy)phenyl urea;

the 5-/erf-butyl-2-methoxyphenyl ureas:

A^-(5-^^butyl-2-methoxyphenyl)-A^'-(4-(l,3-dioxoisoindolin-5-yloxy)phenyl) urea,

A^-(5-r^-butyl-2-methoxyphenyl)-A^ -(4-(l-oxoisoindolin-5-yloxy)phenyl) urea,

A^-(5-^^-butyl-2-methoxyphenyl)-Ar'-(4-(4-methoxy-3-(A^-

methylcarbamoyl)phenoxy)phenyl) urea and

Ar-(5-^rNbutyl-2-methoxyphenyl)-A^'-(4-(3-(A^-methylcarbamoyl)phenoxy)phenyl) urea;

the 2-methoxy-5-trifluoromethyl)phenyl ureas:

Af-(2-methoxy-5-(trifluoromethyl)p^ urea,

A^-(2-methoxy-5-(trifluoromethyl)phenyl)-Ar -(3-(2-(A^-methylcarbamoyl)-4-

pyridyloxy)phenyl) urea,

Ar-(2-methoxy-5-(trifluoromethyl)phenyl)-A^'-(4-(2-carbamoyl-4-pyridyloxy)phenyl) urea,

A^-(2-methoxy-5-(trifluoromethyl)phenyl)-Ar'-(4-(2-(A^methylcarbamoyl)-4-

pyridyloxy)phenyl) urea,

Ar-(2-methoxy-5-(trifluoromethyl)phenyl)-// -(4-(2-(A^-methylcarbamoyl)-4-

pyridylthio)phenyl) urea,

4

Ar-(2-methoxy-5-(trifluoromethyl)phenyl)-A/
P

'-(2-chloro-4-(2-(A^methylcarbamoyl)(4

pyridyloxy))phenyl) urea and

7V-(2-methoxy-5-(trifluoromethyl)phenyl)-A^ -(3-chloro-4-(2-(A^-methylcarbamoyl)(4-

pyridyloxy))phenyl) urea;

the 4-chloro-3-(trifluoromethyl)phenyl ureas:

Af-(4-chloro-3-(trifluoromethyl)phenyl)-^ urea,
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Af-(4-chloro-3 -(trifluoromethyl)phenyl)-Af '-(3-(2-(A^-methylcarbamoyl)-4-pyridyloxy)phenyl)

urea,

AH4-chloro-3-(trifluoromethyl)pheny^ urea and

AK4-chloro-3-(trifluoromethyl)pte

urea;

the 4-bromo-3-(trifluoromethyl)phenyl ureas:

A^-(4-bromo-3-(trifluoromethyl)phenyl)-A^ -(3-(2-(Ar-methylcarbamoyl)-4-pyridyloxy)phenyl)

urea,

7V-(4-bromo-3-(trifluoromethyl)phenyl)-A^ -(4-(2-(A^-methylcarbamoyl)-4-pyridyloxy)phenyl)

urea,

7V-(4-bromo-3-(trifluoromethyl)phenyl)-Af -(3-(2-(A^methylcarbamoyl)-4-pyridylthio)phenyl)

urea,

A^(4-bromo-3-(trifluoromethyl)pte

pyridyloxy))phenyl) urea and

A^(44>romo-3-(trifluoromethyl)phenyl)-^^

pyridyloxy))phenyl) urea; and

the 2-methoxy-4-chloro-5-(trifluoromethyl)phenyl ureas:

A^-(2-methoxy-4-chloro-5-(trifluoromethyl)phenyl)-Ar'-(3-(2-(Af-methylcarbamoyl)-4-

pyridyloxy)phenyl) urea,

A^-(2-methoxy-4-chloro-5-(trifluoromethyl)phenyl)-A^ -(4-(2-(7V-methylcarbamoyl)-4-

pyridyloxy)phenyl) urea,

AH2-methoxy-4-chloro-5-(trifluoromethyO^

methylcarbamoyl)(4-pyridyloxy))phenyl) urea and

A^-(2-methoxy-4-chloro-5-(trifluoromethyl)phenyl)-A^ -(3-chloro-4-(2-(AL

methylcarbamoyl)(4-pyridyloxy))phenyl) urea;

or a pharmaceutical^ acceptable salt thereof.

68. (Previously Presented) A compound of claim 1 wherein the optional

substituents on L 1

are selected from the group consisting of methyl, triflouromethyl,

methoxy, CI and F.
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69. (Previously Presented) A compound of claim 1 wherein the optional

substituents of B and L are independently selected from the group consisting of methyl,

triflouromethyl, ethyl, n-propyl, n-butyl, n-pentyl, fert-butyl, sec-butyl, isobutyl, methoxy,

ethoxy, propoxy, CI, and F.

70. (Previously Presented) A pharmaceutical composition for the treatment

of a cancerous cell growth comprising a compound of formula I of claim 1 or a

pharmaceutical^ acceptable salt of a compound of formula I and a physiologically acceptable

carrier.

71. (Currently Amended) A compound of Formula I:

A - D - B (I)

or a pharmaceutical^ acceptable salt thereof, wherein

D is -NH-C(0)-NH-,

A is a substituted moiety of the formula:

-L-M-L 1

,

wherein L is selected from the group consisting of:

(i) phenyl, optionally substituted with substituents independently selected from the group

consisting of halogen, C1-C5 alkyl, C1-C5 alkyl substituted by halogen and C1-C5 alkoxy;

Of

(ii) pyridinyl optionally substituted with substituents se lected from the group consisting

of halogen, C±-G$ alkyl, C^-C^ alkyl substituted by halogen and C±-G$ alkoxy;

L 1

comprises a substituted cyclic moiety selected from the group consisting of:

(i) phenyl, substituted with a substituent selected from the group consisting of C(0)R6

and -C(0)NRaRb
and optionally substituted with one or two substituents selected from the

group consisting of R7
, OR7

and halogen wherein R7
is hydrogen, C1-C5 alkyl or C1-C5 alkyl

substituted by halogen, and

(ii) pyridinyl, substituted with a substituent selected from the group consisting of C(0)Re

and -C(0)NRaRb
and optionally substituted with one or two substituents selected from the

group consisting ofR7
, OR7

and halogen, wherein R7
is hydrogen, C1-C5 alkyl or C1-C5 alkyl

substituted by halogen,
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or (iii)

R iG hydrogen or Q.-G5 alkyl,

Re
4s—a) hydrogen

b) G4-G5 alkyl, optionally substituted by halogen, hydroxy or C^-Gg-alkoxy,

e) phenyl, optionally substituted by halogon, hydroxy, C4.-G5 alkyl, C±-G$ alkoxy

e^GF^

d) pyridinyl, optionally substituted by halogen, hydroxy, C+-G5 allcyl, CV-G4

e) piperiazinyl, optionally substituted by halogen, hydroxy, C+-G5 alkyl, C+-G4

alkoxy, CFg-or phenyl, optionally substituted by halogen, C(0)CH47

wherein Ra
and Rb

independently are

a) hydrogen,

b) C1-C5 alkyl, optionally substituted by CF3, morpholinyl, C1-C3 alkoxy,

piporidinyl, furyl, C+-G^ alkylpyrrolidinyl,—NH (phenyl), hydroxy, halogen, -OSi(Cj.-Gs

allcyl) 3. or di (C1-C4 alkyl)amino,

e) phenyl, optionally substituted by halogen, di(C4.-G4,allcyl)amino, morpholinyl,

piporazino(phonyl), optionally substituted by halogon or—C(0)CH^; piperazine(pyridyl),

hydroxy, Cv-G^ alkyl, CF37-G4.-G3 alkoxy or NH (phenyl),

d) pyridinyl,—optionally—substituted by—G4.-G4 alkoxy,—piperazine(phenyl),

optionally substituted by halogen or—C(0)CHa, piperazine(pyridyl), hydroxy, halogen, C^-G^

allcyl, CF3, di(C+-G^alkyl)amino, morpholinyl, or NH (phenyl),

M is oxygen or sulfur one or two bridging groups selected from the group consisting of

O , S , C(O) , NH , CHa , CH(OH) , CHXa
and CX% , whore Xa

is halogon
;

B is selected from the group consisting of:

(i) phenyl, substituted by tert-butyl or trifluoromethyl and optionally substituted

with additional substituents independently selected from the group consisting of
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a) halogen;

b) C1-C5 alkyl, optionally substituted by halogen or -OR7 wherein R7
is hydrogen

orCi-Cs alkyl;

c) C1-C4 alkoxy, optionally substituted by halogen;

d) phenyl or -O-phenyl, optionally substituted by -C(0)NHCH3 , C1-C5 alkyl,

halogen or -OR7 wherein R7
is hydrogen or C1-C5 alkyl; or

e) pyrrolyl or pyridinyl, optionally substituted by C1-C5 alkyl, halogen or -OR7

wherein R7
is hydrogen or C1-C5 alkyl;

OF

(ii) naphthylene optionally substituted with substituents independently selected

from the group consisting of

a) halogen;

b) G±-G$ alkyl, optionally substituted by halogen or OR7 wherein R* is hydrogen

or C±-G$ alkyl; or

e) G±-G4 alkoxy, optionally substituted by halogen .

72. (Currently Amended) A pharmaceutical composition for the treatment of a

cancerous cell growth as in claim 70 TV wherein the pharmaceutical^ acceptable salt is

a) a basic salt of an organic acid or an inorganic acid which is hydrochloric acid,

hydrobromic acid, sulfuric acid, phosphoric acid, methanesulfonic acid,

trifluoromethanesulfonic acid, benzenesulfonic acid, p-toluene sulfonic acid (tosylate salt),

1-napthalene sulfonic acid, 2-napthalene sulfonic acid, acetic acid, trifluoroacetic acid, malic

acid, tartaric acid, citric acid, lactic acid, oxalic acid, succinic acid, fumaric acid, maleic acid,

benzoic acid, salicylic acid, phenylacetic acid, or mandelic acid; or

b) an acid salt of an organic or inorganic base containing an alkali metal cation,

an alkaline earth metal cation, an ammonium cation, an aliphatic substituted ammonium

cation or an aromatic substituted ammonium cation.

73. (Currently Amended) A compound of the formula

A-D-B

or a pharmaceutically acceptable salt thereof, wherein

D is -NH-C(0)-NH-
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B is phenyl substituted by 1-3 substituents,

A is -L-M-L 1

, wherein

L is optionally substituted phenyl,

M is -O- or -S-, and

L 1

pyridinyl substituted by C(0)RaRb CfO)NR,Rh , wherein Ra Rg and Ra Ra are each

independently H, Ci-Cio alkyl or substituted Ci-Cio alkyl.

74. (Currently Amended) A compound as in claim 73 wherein

B is phenyl substituted by tert-butvl or trifluoromethyl and optionally 1-2 additional

substituents selected from halogen, Ci-Cio alkoxy, Ci-Cio alkyl, and Ci-Cio alkyl

substituted by halogen up to per-halo, L is unsubstituted phenyl and Ra
Ra and Rb

are each

independently H, Ci-Cio alkyl or substituted Ci-Cio alkyl substituted by OH, -N(CH3)2,

morpholino, -OCH, furan, piperidine, pyridine or -OSi(C3H7)3.

75. (Canceled)

76. (Previously Presented) A pharmaceutical composition for the treatment of a

cancerous cell growth comprising a compound of claim 1 or a pharmaceutically acceptable

salt of a compound of formula I and a physiologically acceptable carrier.

77. (Previously Presented) A pharmaceutical composition for the treatment of a

cancerous cell growth as in claim 76 wherein the pharmaceutically acceptable salt is

a) a basic salt of an organic acid or an inorganic acid which is hydrochloric acid,

hydrobromic acid, sulfuric acid, phosphoric acid, methanesulfonic acid,

trifluoromethanesulfonic acid, benzenesulfonic acid, p-toluene sulfonic acid (tosylate salt),

1-napthalene sulfonic acid, 2-napthalene sulfonic acid, acetic acid, trifluoroacetic acid, malic

acid, tartaric acid, citric acid, lactic acid, oxalic acid, succinic acid, fumaric acid, maleic acid,

benzoic acid, salicylic acid, phenylacetic acid, or mandelic acid; or

b) an acid salt of an organic or inorganic base containing an alkali metal cation,

an alkaline earth metal cation, an ammonium cation, an aliphatic substituted ammonium

cation or an aromatic substituted ammonium cation.
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78. (Currently Amended) A compound ofFormula I:

A - D - B (I)

or a pharmaceutical^ acceptable salt thereof, wherein

D is -NH-C (O)-NH-,

A is a substituted moiety of the formula:

-L-M-L 1

,

wherein

L is phenyl selected from the group consisting ofphenyl and pyridinyl
;

L 1

is selected from the group consisting ofphenyl and pyridinyl;

and

M is selected from the group consisting of oxygen and sulfur S and NHCO ;

wherein L 1

is substituted by -C(0)NRaRb,

wherein -Ra and -Rb are independently:

hydrogen,

Ci-Cio alkyl,

C6-Ci2 aryl,

hetaryl selected from furyU thienyl, triazinyh pyrrolyl, imidazolyU pyrazolyl,

isothiazolyU triazolyL oxazolvK thiazolyl, isothiazolyl, isoxazolyl, pyridinyl

pyrimidinyl, benzoxazolyl, quinolinyl, isoquinolinyh benzofuryl, benzothienyl,

indolyl, benzimidazolyl, benzopyrazolyh benzisoxazolyl, benzothiazolyl,

benzisothiazolyU benzoxadiazolyl and quinazolinyl,—€^43

—

hetaryl—having—J-3-

heteroatoms selected from O, N and S ,

substituted C1-10 alkyl,

substituted C6-12 aryl, and

substituted hetaryl selected from furyU thienyl, triazinyl, pyrrolyL imidazolyl,

pyrazolyl, isothiazolyU triazolyl. oxazolyl, thiazolyh isothiazolyl. isoxazolyL

pyridinvL pyrimidinyL benzoxazolyU quinolinyh isoquinolinyL benzofuryl,

benzothienyU indolyl, benzimidazolyh benzopyrazolyh benzisoxazolyl,

benzothiazolyU benzisothiazolyL benzoxadiazolyl and quinazolinyL hetaryl

havingl 3 heteroatoms selected from O, N and S ,

-C2H40Si(Pr-i)3 ,

-phenylpiperazine(pyridyl), and
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-C2H4NH(phenyl),

where Ra and Rb are a substituted group, they are substituted by

i) halogen up to per halo,

ii) hydroxy,

iii) Cmo alkyl,

iv) Ci-io alkoxy,

v) -N(CH3)2 and

vi) C3-12 cycloalkyl, having 1-3 heteroatoms selected from O, N and S, and

B is selected from the group consisting of:

(i) phenyl and naphthyl, and wherein B is optionally substituted with

halogen up to perhalo, and optionally substituted with 1-3 substituents independently

selected from the group consisting of

OR7
,

C1-C10 alkyl, up to per-halosubstituted C1-C10 alkyl, C1-C10 alkoxy,

phenyl,

hetarvl selected from furvL thienvK triazinvK pvrrolvK imidazolyl, pyrazolvl,

isothiazolyl. triazolvl oxazolyl, thiazolvL isothiazolvL isoxazolvh pyridinvU

pyrimidinyl, benzoxazolyU quinolinyl, isoquinolinvL benzofurvh benzothienvU

indolvU benzimidazolyl, benzopvrazolyl, benzisoxazolvL benzothiazolyl,

benzisothiazolyl, benzoxadiazolyl and quinazolinyl, -feuoa hetaryl having 4—

J

heteroatoms selected from the group consisting of O, N and S ,

-0-phenyl-C(0)NHCH3 ,

and

2,5-dimethyl pyrrolyl

wherein each R7
is independently

(a) C1-C10 alkyl,

and

(b) phenyl,

wherein the cyclic structures ofB and L bound directly to D are net-substituted in the ortho

position by hydrogen OH .
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79. (New) A compound as in claim 78 wherein B is substituted at least by tert-

butyl or trifluoromethyl.

80. (New) A compound of claim 79 wherein L 1

is additionally substituted 1 to 3

times by one or more substituents selected from the group consisting of Ci-Cio alkyl, up to

per halo substituted Ci-Cio alkyl, -CN, -OH, halogen, Ci-Cio alkoxy and up to per halo

substituted Ci-Cio alkoxy.

81. (New) A compound of claim 79 wherein and Rb are independently

hydrogen or Ci-Ce alkyl.

82. (New) A pharmaceutical composition for the treatment of a cancerous cell

growth comprising a compound of formula I of claim 79 or a pharmaceutical^ acceptable

salt of a compound of formula I of claim 79 and a physiologically acceptable carrier.

83. (New) A pharmaceutical composition for the treatment of a cancerous cell

growth as in claim 82 wherein the pharmaceutically acceptable salt is

a) a basic salt of an organic acid or an inorganic acid which is hydrochloric acid,

hydrobromic acid, sulfuric acid, phosphoric acid, methanesulfonic acid,

trifluoromethanesulfonic acid, benzenesulfonic acid, p-toluene sulfonic acid (tosylate salt),

1-napthalene sulfonic acid, 2-napthalene sulfonic acid, acetic acid, trifluoroacetic acid, malic

acid, tartaric acid, citric acid, lactic acid, oxalic acid, succinic acid, fumaric acid, maleic acid,

benzoic acid, salicylic acid, phenylacetic acid, or mandelic acid; or

b) an acid salt of an organic or inorganic base containing an alkali metal cation,

an alkaline earth metal cation, an ammonium cation, an aliphatic substituted ammonium

cation or an aromatic substituted ammonium cation.

84. (New) A method for the treatment of a cancerous cell growth comprising

administering an effective amount of a compound of Formula I of claim 79 to a subject in

need thereof.
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85. (New) A pharmaceutical composition for the treatment of a cancerous cell

growth comprising a compound of formula I of claim 39 or a pharmaceutically acceptable

salt of a compound of formula I of claim 39 and a physiologically acceptable carrier.

86. (New) A pharmaceutical composition for the treatment of a cancerous cell

growth as in claim 85 wherein the pharmaceutically acceptable salt is

a) a basic salt of an organic acid or an inorganic acid which is hydrochloric acid,

hydrobromic acid, sulfuric acid, phosphoric acid, methanesulfonic acid,

trifluoromethanesulfonic acid, benzenesulfonic acid, p-toluene sulfonic acid (tosylate salt),

1-napthalene sulfonic acid, 2-napthalene sulfonic acid, acetic acid, trifluoroacetic acid, malic

acid, tartaric acid, citric acid, lactic acid, oxalic acid, succinic acid, fiimaric acid, maleic acid,

benzoic acid, salicylic acid, phenylacetic acid, or mandelic acid; or

b) an acid salt of an organic or inorganic base containing an alkali metal cation,

an alkaline earth metal cation, an ammonium cation, an aliphatic substituted ammonium

cation or an aromatic substituted ammonium cation.

87. (New) A compound of claim 39 wherein the optional substituents of B and L

are independently selected from the group consisting of methyl, triflouromethyl, ethyl,

n-propyl, n-butyl, n-pentyl, ter*-butyl, sec-butyl, isobutyl, methoxy, ethoxy, propoxy, CI,

and F.

88. (New) A pharmaceutical composition for the treatment of a cancerous cell

growth comprising a compound of claim 61 and a pharmaceutically acceptable carrier.

89. (New) A pharmaceutical composition for the treatment of a cancerous cell

growth comprising a pharmaceutically acceptable salt of a compound of claim 61 and a

pharmaceutically acceptable carrier.
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